Statistically significant increases in heart rate and in atrioventricular conduction times were found following the administration of tricyclic drugs to 32 depressed patients. The method of His bundle electrocardiography was used to study atrioventricular conduction in ambulant patients and in patients admitted after an overdose of tricycic antidepressant drugs. Distal conduction defects were frequently found in patients following tricycic overdosage, but these were not seen with doxepin overdosage. Impaired distal conduction was also found in occasional patients on therapeutic doses of tricyclic drugs. Some animal experi ments giving similar results to the above clinical findings are also described. The clinical implications of these findings are discussed. These ambulant patients were being treated as in-patients of the University Department for a primary depressive illness. A cardiologist examined each patient both clinically and with electrocardiography before tricycic drugs were started.
The drugs included nortriptyline, doxepin, imipramine and amitriptyline. Dosage 
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beats occurred with exercise. There was no relationship between increased resting heart rate and increase in PR interval, and no correlation between the plasma levels of nortniptyline and the heart rate or increase in PR interval. Nortniptyline was found to have a significantly greater effect on thePR interval than doxepin. Usually the PR interval decreases with increasing heart rates; tricyclic drugs appear to prevent this phenomenon by an effect on atrioventnicular conduction. 
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Thirty guinea pigs infused with one of three tricyclic drugs (imipramine (IMI), amitripty-. line (AMIT), and doxepin (DOX)) at a constant infusion rate showed statistically significant differences in their time of death (Fig 6) .
The ECG abnormalities seen in these animals were very similar to those seen in tricycic overdose patients. Studies are continuing with different tricyclic agents using isolated hearts and individual heart muscle fibres (Dumovic, 1975).
DISCUSSION
The results of these studies show that tricyclic drugs in overdosage frequently, and in thera peutic doses occasionally, prolong intracardiac conduction. It is possible that the reported increase in sudden deathsin cardiacpatients 
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If the ECG is abnormal and shows evidence of bundle branch block, special consideration should be given before starting tricyclic drugs, since they canâ€"though rarelyâ€"lead to a com plete heart block and cardiac syncope. In these patients, the use of doxepin may be preferable.
Dosage should be increased gradually and the patients seen at regular intervals.
Our results also suggest an association be tween high plasma nortriptyline levels and impairment of distal conduction. The same may apply with amitriptyline and imipramine.
Measurement of plasma levels of tricycic drugs may be helpful, as it has been mentioned that nortriptyline levelsabove 200 ng/ml are asso ciated with cardiac disturbances. Because of the variation in plasma levels produced by the same oral dose of tricycic drugs in different individuals such plasma levels may be reached, even with oral doses as low as ioo mg/day. In this respect, too, phenothiazines should be used with caution in association with tricydic drugs, since they raise tricyclic levels (Gram and Fredricson OverÃ ¶, 1972 be related to this drug-induced prolongation of distal conduction time. We believe that our studies and other reports from the literature provide enough evidence to make psychiatrists cautious in treating depressed patients with heart disease with tricydic drugs. For the moderately depressed patients with persistent symptoms, the benefits of anti depressant response s/zozddnot be withheld, since the ricks are small. A cardiological assessment should be made, starting with a clinical history and followed by a physical examination and an ECG. Patients with heart failure and/or angina may be made worse because of the increase in heart rate produced by tricydic drugs. Certainly cardiac failure should be treated before tricycic drugs
